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FLUOXETINE ==
CAPSULES, USP —
DESCAIPTION: Fi s an for oral

. it1S aiso for the of dys-
phoric disorder (Sarafem™, ﬁunxllim.uydvochlond:g. It is chemically
unrelated to tricychic, tetracyctic, or other availadle anti spressant agents
Itis dssignated (1)-N-methyi-3 phcnyl-H(u.mu-mﬂuoro—NoM)ory}pmy-
lamine hydrochioride. The structural formula is:

L FC O—CHCH,CH,NHCH;  » HCI

C17H,gFgNQeHCH M.W. 345,79
Fluoxetine hydrochlonds is a white to of-white crystaitine sokid with a
solubility of 14 mg/mL in water.
Each capsule, for aral , containg
squivalent to 10 m {32.3 umoi) of fluoxstine. The inactive ingredients are:
com starch, D&C Yetlow #10 Auminum Lake, FDAC Blue #1 Aumticum Lake,

platetets. Studies in animals aiso Suggest that fluoxeting is a much mors
potent uptake mf;-hmr of serotonin than of norepinephrine
. o ’
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Clinlcal Trislg:
O Tha efficacy of f

for the traaiment of patients with

Q , gic. and at-ads eceptors
has baen tob iated with various eroi s

{2 18 years of age) has baen studied in 5- and 6-week placebo-

. 0us 9ic, sada-
tive, and cardiovascular alects of classical mcgcuc antideprassant (TCA)
drugs. Fluoxetine binds to thess and other membrane recaptors from brain
hSsuk much less ’g tently i vitro than do the tricyelic drugs.

Absorption, Distribution, Metabslism and Excretion:

S(mrmc Sioavarabiity: In man, folfowing a single oral 40-mg dose, pesk

g a!;rgahmneemrahms of fluaxeting from 15 to 55 ng/m. are obssrvad aftsr
ours. '

Tha capsule, tablst and oral solution dosa, ¢ forms of fluoxetine are bio-
equivaiant. Food does not appear 1o affect the systemic bioavailability of
fluaxetine, aithough it may delay its absorption inconsequantially. Thus,
fluoxsting may be administered with or without food.

Protsin Binding: Qver the concentration range from 200 to 1,000 ng/mL,
approximately 94.5% of fluoxsting is bound in wirg to human serum pro-
teing, including albumin and ay-gycoprotein. The interaction between flu-
Oxatine and other highly protein-bound drugs has not been fully evaluated,
but may be important {ses PRECAUTIONS).
Enantiomars: Fluoxeting is a racamic mixture (50/50) of A-fluoxeting and
S-fluoxstine snantiomers. (n animal models. both snantiomers 278 specific
nd potent se| lﬂmkl inhil with i i pharma-
cologic activity. The S-k i is eli more slowly
and 1S the pradominant enantiomer presant in plasma at steady state,
ism, Fluoxeling is i28d in the liver to norfluox-
identified

nals. Fluaxetine was shown t be significantly mare effective
than placsbo as measured by the Hamitton Degression Rati Scale (HAM-
0). Fi ing was also significantly more effactive than placebo on the
HAM-D sub for g moad, slesp disturdance, and the aruety
subfactor.

Two 6-waek controked stucies (N = 671, randomized) comparing fluoxe:
tine 20 mg, and placebo have shown Nuaxating 20 mgQ daly, to be effective
in the treatment of sidarly patisnts (2 60 years of ags) with depression. in
these Studies, fuoxetine produced 2 signiticantty higher rate of response
and remission as defined repactivaly by a 50% decrease in the HAM-D score
and a total endpoint HAM-D scors of < 8. Fucatine was well torerated angd
the rate of treatment discontinuations dus to adverse events did not ditfer
bntAva fluoxeting {12%) and piacedo (9%).

study was

0 who had
responded (modified HAMO-17 score of S 7 dumzum of the fast 3 wasks
of apen-label treatment and adsence of major dapression by DSM-ill-A
cntedia) by the and of an initia) 12-week open treatment phase on Huoxe-
tine 20 mg/day. Thesa patients (N=298) ware randomized to continuation
on doubis-blind fluoxetine 20 m?ldly Of placebo. Al 38 waeics (50 weeks
total), 3 statistically significantly lower relapse rate sdcﬁnoc 5 sympioms
sufficient to mest a diagnosis of major daprassion for 2 weeks or a mog-
itied HAMD-17 scors of 2 14 for 3 weeks) was odserved for patients tak-
ing ftuoxating compared to thass on piacebo.
Ot ive (i i order: The effecti for the

€né 30d 2 numbi of other unidentified metabolitas. The oy
o ‘ p poing
n

, nor  is formed ing. in
mai models, §-norfluaxatine s a potent and swlective inhibitor of serolon
uptake and has activity i to A or S ine. A-nor-
fluoxeting is significantly less potar than the parent drug in the inhibition
of serotonin uptake. The primary routs of shmination appears 1o be hepatic
metabolism to inactive mataboiitas excreted by the kidney.

Clinical lssug Aelated to Metadolism/Elimination: The complexity of the
fi that may i

ol

for disorder (OCD) was demonstrated in
w0 13-week. multicenter. paralis group studiss {Studies 1 and 2) of adult
m-mmmhmnmmmmo,w,orsummay(on
a.0nCe 2 day scheduis, in the mommﬂ Or placebo. Patisnts in both stud-
i#s had moderate I severs OCO (DSM-1I1-R}, with mean bassline ratings
on the Yale-Brown Obsassive Compulsive Scale (YBOCS, total

3 score) rang-
ing from 22 to 26. In Shudy 1, patents raceiving Aunxstine expenanced mean

has several

atfect fuoxetine's clinical use

of 4 to § units on the YBOCS total score, com-
pared 10 2 1-unit reduction for placebo p_nmn:’, In Study 2, patiants recaiv-
iny mean

Variability in Metabolism: A subset (about 7%) of the hasg
faduced activity of the drug metabolizing enzyme cytochrome P4501106.
Such individuals are referrad 10 a5 "poor matabolizers® of drugs such as
debrisoquin, dextromatharphan, and the TCAs. In 3 study invo'vmg labeted
and uniabaled snantiomers administersd as a racemate, these

p y 4 to 9 unils

on the YBOCS total score, compared 1o a 1-unit reduction for placeda

patients. While there was na indication of a dose response relationship for

H i‘snmnmuswmrummpmobslmdinsmy
, with

metatiotized S-fluoxeting at a slower rate and thus achieved higher con-
centrations ot S-tuoxatine, Cons‘gquenw. concm&nhons of S-norftuax-
he A i

ly better resp: in ihe two higher dose graups. The
following table provides the outcome classification y treatmant group on
gw Chinical Global imrassion (CGI) improvement scals for Studies 1 and

otine at steady stats were lowsr. in these
poor metaboitzers appears nommal. When compared with normal mstab-
giizars, the total sum at steady state of the plasma concentrations of the
four active enantiomars was not significantty greater among poor metah-
olizers. Thus, the net pharmacodynamic activities were essentially the
same. Altemative. nonsaturable pathways (non-11D6) also contributa % the
metabolism of fuoxetine, This explains how fluoxatine achieves 2 steady-
state ion rather than i wit) limit,

Outcomi

8 C i g‘) on CGI Scale for
Completars in Poal of Two OCD Studies
Fluoxetine

Outcome Classification _ Placsbo 20 mg_40mg 60mg
Worse 8% 0% 0% 0%

an hout
m, ke that of 3 num

Bacausa flucatine's metabols ber of other No Cha % 4% 0% 2o%
including tricyclic and other $818Ctive Serotonin antide, SSaNts, nvolves —-L—-—_“'
PASII0S system, concomitant terapy with drugs ate 260 by Minienally 1% 3% 28% 4% |
gis nmc Systam n(:’ucz ;E ng Tr%r?s;m lead to drug interactions (sse Much Improved 8% 8% 2% 8%
ractions under N
Accumuaton and S Enmsbon relatrvaly siow JeryMuchimproved 5% 8% 12X 9%

of ftu-
axetine (eliminabion hali-iite of 110 3 days atter acute ang 4

to & days after chronic administration) and its active metatolits, norfluox-
sting (elimination haif-life of 4 o 16 days after acute and chronic adminis-
tration), teads to significant accumuation of these active Species in chronic

use and detayad attainment of steady state, even when a fxed doss it used.
After 30 days of dosing at 40 mg/day, plasma concantrations of fluoxsting
in the range of 91 to nQ/mL. and norfluaxeting in the range of 72 to

258 ng/mi have besn observed. Plasma concantrations of fuoxeting wers
higher than thoss predicted by single-dose studies, becauss fluoxetine’s
metabolism is not ional ta dose. North however. appesrs to
have linear pharmacokinetics. ts mean teminal half-iife after a Singie 30se
was B.6 days and afwr multiple dos: was 9.3 days. Steady-state evels after
pwlon?cd dosing are simitar o $880 3t 4 10 5 weeks,

The fong elimination haif-ives of fluoxetine and norfiuoxeting assure that,
Even when dosing i stoppad, active drug substance wii persist in the body
for weeks (primarity depending on individual patient characteristics. pre-
vious dosing regimen, and fength of previous therapy at discontinuation).
This is of patsntial consaquence when drug discontinuation is required or
wihien drugs are prescribed that might interact with fluoxeting ang norfiu-
axeting foligwing e discontinuation of fluoxatine. .
Liver Disease: AS migh be predicted from its primary site of
i ifact the etimination of i . The elimination hatf-

liver canal
fifs of fuoxeting was prolonged in 2 study of cinotic patients, with 2
mean ot 7.6 days com| 10 the range of 2 10 3 days seen in subjects with-

out liver dissase: norfivoxeting elimination was aiso detayed, with 2 mean
duration of 1 d:u‘; O cieMotic patients compared 10 the rangs of 7 to 9
gaysin Sudjects. This suggests that the use of fluoxeting in patients
with Ivar disease must be agproached with caution-1f Ruoxeting is admin-
Istered lo patients with liver diseass. a lower or less fraquent dose

be used (see PRECAUTIONS and DOSAGE AND ADMINIST! RATION).
Renal Diseasa: in deprassed patients on dialysis (N=12), fuoxstine admin-
isterad as 20 mg once daily for 2 months procduced standy-state fluoxating
ang norfluoxeting plasma concentrations companable to those ssen in
patients with normal renal function. While the passidility axists that renalty
excrated matabolites of Huoxsting may accumulate at higher leveis in
patients with severe renal dysfunction, use of a lower or less froquent
doea is not routingly necessary in renally impaired pationts {sae Use in
Patients M;l"A Goneomom itani Niness undar PRECAUTIONS and DOSAGE AND

i
ADMINISTRATI!
Age: The disposition of singhe doses of fluoxetine in heatthy efderty subjects
(Qreater than 65 years of age) did not differ significantty from that in
younger normal subjects. However, given the fong hait-life and nontingar

dispasition of the drug, 2 singe-dose study is not adequate to ruls out the

gelatin, stearate, glaze, prag starch,
propylena ?:‘y'tol. silicon diaxtde, sodium lauryl suifats, and titanium gioxiae.
GLINICAL PHARMACOLOGY:

Pharmacodynamics: The

and S1ve
actions of fluoxetine ars prasumed to be finked 10 its inhibition 5! CNS
neuronal uptake of sarotonin. Studies at clinically relevant dosas in man have
demonstrated that fluoxetine blocks the uptake of serotonin into human

of aftared pharmacokinetics in the eldarly. particularty it they have
systemic iness of are receiving multiple drugs for concomitant diseasas
The effects ot aga upon the matabolism of fluoxeting have been investigated
in 260 eiderly but otherwise heaithy depressed pabents (2 60 years of age)
who recaived 20 mg fluoxetine for 6 weeks. Combined fiuoxeting plus nor-
flucxetine plasma concentrations were 209.3 2 85.7 ng/mL at the end of 6
weaks. No urtusual age-associaled pattem of adverse events was obsarved
in those elderly patients.

€ analysas for aga and gender sttects on outcome did not Sug-
msu differemtial 1SIVenass on the basis of age or sex.
DICATINS ANO U ]

Ospression: Flucxeting h‘dmchlnndi is indicated for tha traatment of
depression. The efficacy of UCXAtine was established in 5- and 6-waek trials
with depressed adult and geriatric outpatients (2 1§ years of m& whose
diagnoses corresponded most closely to the DSM-If (currently OSM-1V)
cah%m major depressive disorder {sse Clinical Trials under CLINICAL
PHARMACOLOGY).

depressive episode (DSM-1V) implies 2 prominent and relatively
parsistant (nearly mmday fos at Isast 2 weeks) depressed of
mood that usually interferss with daily fu , and includes at least five
of nnfolloﬁnﬂ‘mc ptoms: depressed mood: loss of interest in usual
activities; sign 1t Change in weight and/or appetite; insommia or fryper-
somnia; ] agitation or fatigue; feslings
gdguinor worthlessness; slowed thinking or smpaired concentration; a sui-

id# attempt or suicidal ideation.

The antich action of fi ing in patients
in rasponse for

g an P

12 wewks of open-label acuts treatment {50 wesks
ina placeba-controlled tnal. The usefulness of the
drug in patients receiving fuoxsting for axtended peniods should bs re-
mmuup:uwuu {58a Clinical Trials under CLINICAL PHA 06Y).
COusessive-Compuistve Disorder: Fluoxsting is indicatsd for the treatmant
of obsassions and compulsions in pabents with obsessive-compulsive
disorder (OCD). as defined in the HHt-R; i.e., the obsessions or com-

isions Cause marked distress. are time-consuming, of significantly inter-

8 with soGial of occupational function

The efficacy of fluoxetine was established in 13-week trials with cbses-
Sive-compuisive outpatiants whasa dhagnases corresponded most ciasely
to the DSM-IH-R category of obsessive-compuisive disorder {see Clinicad
Triais under CLINICAL PHARMACOLOGY).

Obsessive-computsive disorder is characterized by recurrent and
parsistont ideas, thoughts, impulses. or imapes (obsessions) that are ego-
dystomic andior repetitive, purposefut, and intentional behaviors (com-
pulsinmz that are recognized by the person as excessiva or nreasonals

Tha effectivaness of Muoxeting in long-tam use, 1.6., for more than 13
weeks. has not bean systematically evaiuated in placebo-controbed triais.
Therefore, the 12 who slects to use fluoxetine for extended periods
should periodically resvatuate the fong-term usefuiness af the drug for the
indinidual patient (ses DOSAGE AND ADMINISTRAT!O_N],
CONTRAINDICATIONS: Fluoxeting capsules are contraindicated in pationts
known to be hyparsensitive to it
Monoamine Oxidase iakibiters: There have been reponts of sarious, some-

times fatal, L] 5 3 ., autonoMmic
instability with possibie rapid fluctuations of vital signs, and mental status
changes that inClude extrame agitation pragrassing 1o delirium and coma)
in patients receiving fluoxsting in combination with a monoamine oxidase
inhibrtor (MAOI), andin patients wha have recantty discontinued fuoxetae
and ara then started on 2n MAOH. Some cases presentsd with teakiras resem-

Amajor




dling Tharefors. ing should not be
.used in combination with an MAOI or within a minimum of 14 days of dis-
icontinuing tharapy with an MAO). Since fluoxeting and its major metabo-
Epecat, 1 Rooue i boe Do SVORCAN andola et ks
I has been pres " doses
{sne Accumutabon and Slow Eimmmw under CUNIKAL mu%gwcm
should be allowsd alter stopping fiuoxetine before starting an MAO
Thioridazine: Thioridazine shouid not be lammshrnd fhucxeting or
within a mimimum of § weeks after fluoxeting has besn discontinued (see
WARNINGS)

WARNINGS:

Rash and Nulbly Alergic Events: In U.S. fluoxetine clinical triais, 7% of
10,782 patients developed various types of rashes snd/or urticania. Among
the cases of rash and/or urbicaria reported in premarketing Clinical trials,
Amost 3 third wers withdrawn from treatment because of the rash and/or
SYStemic SIQNS OF Symptoms associated with the rash. Clinical findings
reponed in 25s0cation with rash inciude fever, leukocytasis, arthralgias,
‘sdema, carpal tunnel distress, pro-
Yenuna, nd mild transaminase levation. Most pAbents Hmproved Dromptly
with discontinuation ot uoxeting and/or adjunctive treatment n\‘th ant-
histamines Of steroids, and 3l patients expariencing thess avents were
Teporied i recaver complets

In premarketing clinicai trials, two patients are known to have deveioped
2 senous cutaneous systemic itiness. In neither patient was thers an
unequivocal d:gmsus. but one was considersd to have a isukocytoclas-
tic vasculitis, and the other, » severs desquamating syndrome that was con-
sidered variously to be 2 vasculitis or srythama muitiforme. Other patients
have had systemic syndromes sugpestive of serum sicknass

Since the introduction of fluoxeting, :yswmc events, mmw mmn lo
vascuitis and including lupus-tike syndrome. have developsd in

rash. Although these evens are e, lr-ymaybcunous nmm«nlmq
fdney, of liver. Death has been raported to occur in assotiation with these
systamic events

Anaphylactoid avents, including i laryn-

sistent with good patient management, in order to reduce the risk of
overdose

Becausa of well-sstablished comorbidity between both OCD and depres-

sion, the same precautions observed whan treating patients with depres:
5ion should be observed when trsating patiants with OCD.

Tht Long Ekmination Hall-Lives of Flucxetine and its Metabolites: Because

ol the long slimination hali-lives of the parent drug and-its major active
metabokte. changes in doss will not ba futty reflected in plasma for several
Wesics, affecting both st for titration to final dose and withdrawal from
lrmmnt nkm g:uu CAL PHARMACOLOGY and DOSAGE AND
tm n Pmnu Wt Concomitant Ifness: Clinical experience with tuoxe-
tine hydrochioride in patients with concomitant systemic iliness is kmited
Caution is advisable in using fiuoxeting in patients with diseases or condi-
tions that could atfect or

Fluoxstine has not been evaluated or used 10 arry Bppraciable extent in
patients with a recent history of myocardial infarction o/ unstable heart
disease. Pationts with these disgnoses ware systematically exciudad from
chinical studies during the product’s premarket testing. However, the elec-
mnmonms ot 312 patisnts who received fluaxetine in double-blind trials
abnormalites that resulted
‘:n n::'r; :I:Iock m observed. m mean heart rate was reduced by approx-

2

in subjects mm dnhosis of me h\m the clearances of ﬂummn&:nd its

Ctive metaboiits,
ination haf-ives of thess subsnnm Alowes or less rrooucm dose should
e Used in patients with cirrhosis.
Studies in o:pvuud patients on dialysis did HOT reveal excessive accu-
mulation of fiuoxeting or norfiuoxetine in plasma (see Renal Dissase under
DLINICAL PHAD\MACOLOGV) Use of a lower or less trequent dose tor
Ar?:‘ M Tpured patients is not routinely necessary (see DOSAGE AND

In patients’ ml% diabetes, fluoxetine may aitsr glycemic control

gospasm, and urticaria alone and m combination, have bosn reported.
Puimonary events, inciuding inflammatory processes of varying
and/or fbrosis, have been reparisd rarsly. These events have
occurmed wi dyspnn a5 the onry preceding symptom.
‘Whether these Systamic events and rash have 2 common
or are due o ditfersnt molouus or pathopenic processes is not known
furthermore, a specific ynderlying immunologic tasis tor these events
has nol been identified. Lipon the appearance of rash or of other mm::(?
mlc phenomena for which m altemative ehology cannot be identifi

$houtd be discontinue
Potestis! lnlmuﬁon with leﬂdnm In 3 study of 19 heaithy male
subjects, which inciuded 6 siow and 13 rapid hydroxylators of debrisoquin,

a single 25-mg oral dose of thiondazine pmomd 22 4-fold higher c,..,

and 3 4.5-fold gher AUC for thcslw y

pared to the npid The na

{elt w depand on the kevel of cytocnrum P450IID6 isozyme unvtty Thus

w;shmsumessmo which inhibit P4S0HID6, such as certain SSRIs.
fiuoxetine, will produce eievaied plasma leveis of thuoridazine (see

PRECA ITIONS)

Thiondazine administration pmduas a dnu nlmu | prolongation of the
Qvc interval, which 15
such as torsadas de pointes-type nrmytnm us and sudden death. This
sk 15 expected 10 increase with fiuoxeting-induced inhibition of tharidazine
metabolsm (see CONTRAINDICATIONS)

PGF.IECMIJTIONS:

neral:
Anxety and insomnia \mt).S. placebo-controlled clinical trials for depres-
sion, 12% t0 16% of patients treated with fluoxetine hydrochloride and 7%
10 9% 0f patients treated with piacebo reported anxiety, NErvoUSNess. of
.nsomma

InUS. pla:wofummﬂuo clinical triais for 0CD. insomnia was raported
1 28% of patiants treetss with fluaxetine and in 22% of patents treated with
ptacebo Anxiety was reported in 14% of patients treated with fluoxetine and
n 7% of panems treated with placebo

Among ihe most common adverse avents

oly has occurred during therapy with fhuoxetne, and hyper-
plvcemia has developed following discontinuation of the drug. As i true with
many other typss of medication when taken concurranily by patients with
diabetes, insulin and/or oval hypoglycemic dosage may nesd 10 be adwsud
when therapy with flucxeting is instituted or discontinued.
interference With Cognitive and Molor Performance. Any psychoactive
drug may imgair judgment, thinking, or motor skills, and patients should
be cautioned sbout operating hazardous machinery. inctuding autemo-
biles, untit they are reasonably certarn that the drup treatment does not affect
them adversely
Iniormatien lor Palients: Physicians are advised to discuss the tollowing
issues with patients for whom they prescribe fluoxetine
Because fuoxetine may impair judgment, thinking. or motor skills,
pabents showd be aovised to 3void driving a Car of operating hazardous
machnery until they are reasonabiy certan that their periormance is

not affect
Patients shouid ba advised to inform their physician if they are taking or
plan to take any prescription of aver-the-counter drugs, or alcohol
Pavents should be advised 1o notity their physician if they become preg-
nant or intend 10 bscoma pregnant during therapy.
Pan"e:g sbou!d be advised to notily their physician it they are breast
ninfal
Pﬂllﬂ':"lhwld be wnsld to notity meu physician if they develop a rash
of
Laboratery Tests: There are no specific laboratory tests racommended
Dul Interactions: As with alf drugs, the potential 07 nteraction by a van-

!ty {e. g Grug inhit-
1e ) is 0& and Slow

Ellmmﬂlm under CLINICAL PHARMACOL Y)

Drups by P4501106 % of the normal popu-

Kation has a genetic detect that leads to uducod lavels of activity of the
omcnmmc 450 isoenzyme P4501106. Such individuals have been referred

r metabokizers” of drugs such as debrisoquin. dextromethorphan,
m T . Many Grugs. Such as most antidepressants. inciuding fuoxe-
m and other smcuve upnlc inhibitors ot serotonin, sre metatolized by

Y100 (incidence at least twite that for placebo and at least 1% tor

yme, thus, both the pharmacokinetic propertes and relative pro-

an chnical trials collecting only a primary svenl associated with discontin-

uation) n U.S placebo-controlied fluoxsting chnical triats were anxiety

32.'/. in OCD). nsomma and narvousness (1% in depression) (see Table 2,
low)

Alrered Appstite and Weipht: Significant waight 1085, aspecially in under-

weight depressad patiants may be an undesirabla resutt of treatment with

fluoxetine

In U.S. piacebo-controded clinical tnals tor deprassion, 11% ot patients
tradted with Hiuoxetine and 2% of patsents treated with placebo reported
anorexiz (decreased appetits). Weight ioss was reported in 1.4% of patients
treated with fluoxetine and in 0.5% of patients treated with placebo
Yowever, anly rarefy have pmems with
Jecause ol anorexia or weight ios:

InUS placebo-controlled clmml taais for OCD. 17% of patients treated
with fluoxeting and 10% of patients treated with placsbo uponm anorexia
‘decreased appetite) One pabent
Jecause of anorexia
Activation of Mania/Hypomania. in U.S. placebo-controled clinical trials for
Jepression, maniahypomania was reported in 0 1% of patients trealed nnm
Huoxsiine and 0.1 ol patiants treated with placebo. A

ion of are altered in poor matabolizers. However, tor tu-
oxstine and its metabokite the sum of the plasma concentrations of tha four
active enantiomers i comparabie between poor and extansive metaboliz-
&5 (See Variability m Metabolism under CLINICAL PHARMACOLOGY)
Fluoxetine, like oiher agents that are metabolizad by PASOIIDG, inhibits
activity of this isoenzyme, and thus may make normal metabolizers
resembie “poor metabolizers.” Therapy with medications that are pre-
gdominantly metabolized by the 4501 rg:’um and that have a relatively
narrow therapautic index {see list below), should be initiated at the low end
ul the dose range if 3 nunenl 1§ receiving ine concurrently or has taken
the previous 5 weeks. Thus, his/her dosing raquiremants resembie those
d ‘poor metabolizers.” if Huoxetine is sdded to the tragtment regimen of
2 patient alrsady m:wmu a drug metabotized by P45011D6, the need for
oacraased dose of the onginal medicabion should be considered. Drugs with
2 narrow therapeutic index rapresent o?mmt concem (e.g . flecainide,
vinblastine, and TCAs). Due to the risk of serious ventncular armythmias
and sudden death potantiatly associatad with elevated plasma lwcls o' tmor-
idazrine, shoutd not be with
2 minimum of 5 waeks after fluoxstine has been discontrued (su CDN-
’;JRAINIJICATIONS and WARNI

namahypomania has als0 been raponad in a small pmoovmn of nlmnts
with Major Aftective Disordar traated with other markef

by &y 450/1HA4: tn an in vivo teraction study
ing coadministration of fivoxstine with single doses of terfenadine

(nU.S placebo-controlied clinical trials for OCD. mani was

{a PASOHIIA4 no increase in plasma tertenading con-

reported in 0.8% of patients ireated with fAupxetine and no pateints traated
wth placebo tnall US tivoxetine clinical tnats. 0.7% of 10,782 patients
‘sparied mania‘hypomania

Serzunes: \n U S. placebo- chiical tniats for ion, convul-
$I10NS (Or evants dascribed as possibly having been seizuras) were reported
n 0 1% of panents iraated vmmlwxeuna and 0.2% of patients traated with
Jlaceb No patients reported convulsions m U.S. placsba-contratled cin-
<al trials for OCO. In all US fluoxeline clinical trials, 0. 2% of 10.782
pahents reported convuisions The percentage appears to be similar to that
associated with other marketed antidepressants Fluoxetine should be
mtroduced with care in patents with a history of seizures

surcide. The possibilty of a suicide aftempt is inherent in depression and
nay persistuntil signilicant remsssion occurs Close supervision of high risk
satients should accompany inia! drug therapy. Prescnpuions for fluoxetine
rydrochionde should be written for the smallest quantity of capsules con-

occurred with concomitant fluoxetine. in addition, in vitro
studies have shown ketoconazole, a potent inhibitor of PASOIIA4 activity,
1o be at least 100 times more potent than fluoxetine or norfluoxetine as an
Inhibitar of the metabolism of saveral substrates for ths enzyms. includ-
ing astemizole. cisapride, and midazolam. These data indicate that fluoxe-
tine’s extent of inhibitan of cytochrome P450UIAM activity is not likely to
be of chmcal significance

IS Active Drups: The risk of using fluoxetine in combination with omer
CNS active drugs has not been
tion is advised  the of ang such druas
15 required In gvalual Cases, should be given
16 using lower nitiat doses of the concomuunny agminstered drugs, using
consarvative litration schedules. and momitoning of Chimioa! status (see
Accumulation ang Siaw Ehmination under CLINICAL PHARMACOLOGY}
Anticonvuisants: Patients on stabie doses of phenytoin and carbamazepine
have geveloped elevated plasma anticonvulsant concentrations and clini-

{See Reverse)




cal Inua"?nvulsam toxicity following nitiation of concomitant Huoxetine
traatment.

Antipsychotics: Soma ctinical data suggests a possibie pharmacodynamic
and/or pharmacokinetic intaraction batwean serotonin spacific reuptake
inhibitors (SSRIS) and antip: ics. Elevation of blood lsvels of naloperi-
dol and clozapine has been observed in patienis racsiving concomitant flu-
ommo A smglc case rwnn has suggested passibie additive effects of

750 9
5/ /0

3; Cases of hyponatramia (Soma with sarum sodium lower than

mdeL) ‘have been reportsd. The hyponatremia appeared 0 be reversible
mn fluoxetine was dlsmnnrmd Although these cases wers complex
with mqu , SOMA were po:snb the syndrome

Wwho were otherwise volume depisted. In two 6-week cont
patients 2 60 ysars of 20, 10 of 323 fluoxeting patients and 6 of 327
placebo raci| had a lowening of the reference

acax serum sodkum bel ange;
this difference was not stal significant. The lowest cbserved con-

? n&t y For seo CON-
RAINDICATIDNS and WARN 6S.

liazapines: The hait-lite of conwrrlnﬂy administersd diazepam may
bs proion w in som pamnt: and S Elimi
under CLINICAL PHARMACOL
ﬂuoutml ﬂas nsnlm in incaased alpmonm plasma cnnumnnons and
:n fu‘mr par due to -,
evels

Lithjum: Thers have been reports of both inceased and decraased lithium levels
whan lithiwm was used concomitantly with fluaxetine. Cases of lithium 10x-
icily and increased sarotonergic stfects have besn reported. Lithium levels
should be monitored when these drugs ars administered concomitantly.
Tryptophan: Five patients receiving fluaxstine in combination with trypto-
phan sxperienced advesse reactions, including agitation, restiessness, and
gastrointastinal distrass.
Monoaming 0xioase inhibitars: Ses CONTRAINDICATIONS.
Other In two smms stabie plasma levels of
and geoater than 2 to 10-foid when
fluoxeting has deen admméstnuu in combination. This mnucncc mry (-
sist for thres wesks or longer after is discontinued
of TCA may need to be reduced and plasma TCA mnmlnnom m:y need
to bo monllalod temporarily when fluoxating is coadministered or has
been recently discontinued m Accumutation and Slow Elimination under
CLINICAL PHARMACOLOGY, and Drugs Metabolized by P45011D6 under
DAUG INTERACTIONS).
Sumatriptan: There have been rare postmmmmq reports dncnbmg
patients with yp and following the
use of an SSA) and " with :umamp
1an and an SSAI (8.9
cnalwam) is clbmu»y warmanted, aawoonm ‘observation of the p:nm

Polmrlll Eftacts of Coadministration of Drugs Tightly Bound fo Plasma
Proins: Becauss fluoxstine is tightly bound to plasma protein, the amini-
stration of fluoxeting to a patient taking another drug that is tightty bound
10 protein {e.g., warfarin, digitoxin) may cause a shift in plasma concen-
tratons potentially resulting in an adverse effect. Convarsaly, adverse
effects may result from displacement of prctain-bound fiuoxeting by other
u htly bound dnxo(su Accumuiation and Siow Efimination under CLIN-
ICAL PHARMAC!

Warfarin: Altered effects, i bieeding, have
been reportsd when fluoxsting is coadministared with warfarin. Patients
feceiving warfarin therapy should receive careful coaguiation monitaring
when flucxeting is ininated of stoop

Electroconwaisive The,

3y 4010 clinical studieg estabiishing the bane-
fit of the combined uss of ECT and fluoxseting. There have been rare raports
of prolonged ssizures in patients on ﬁmu!:l;' mﬂuwm ECT trmmum

of carcinogenicity, mutagenicity, of #m sairmaent ot fertility mm ﬂuoxm\o
Carginogenicity: mmy ministration of luoxstine 10 rats and mice
for 2 ysars at doses of up m 10and 12 mwaay. respectively {approx-
imately 1.2 and 0.7 tim
human dase {MRHD} of w mp ona muIml nm) produced No svidence
of carcinagenicity.
icty: Flucxeting and noriucxsting Nave besn shown 16 have no gana-
toxic effects based on the following assays: bacterial mutation assay, ONA
repair assay in Cultured rat hepatoCytes, mouse rympmma assay, and in
wvosister chromatid mw n Chiness hamstar bone marmow ceHs.
Im;ammammw Two fertility $tudies conductsd in ral dom of up
(ap&mmw 09and 1.5 timn mo MRHD on
|a,':'nulml tm;) Incium % 70». ?ﬂ nmw?‘ on u:’mlly
grancy. Ca In mbryo- studies in
rats and rabbits, mummmmtm o following admin-
mutmofuptomsmd 15 mg/kg/ mpnuwy 1 swssnmn
human dose (MRHD) of 80 mg
on 2 mg/m1 basis), th rganogenesis. However, in rat (aproduc-
Jon studies, an increass in snbom UDS, 3 GOCTAISS iIn pup weight, and
an incraasa in pup deaths during the first 7 d: occurred foi-
lowing maternal axposure to 1 glk umoMRHDunn
mg/md basis) during gestation or 7.5 mg/k d:y (0.9 times the MRHD on
1 mg/m? bms) dnmw msuﬂon and lacta on. T There was no evidence of
developmental inthe g Of rats trested with
12 m during gestation. Tha no-effect do: lmmmmwmm
5m m(ﬂﬁﬁmanRHOm:me'baﬂ m;zd
ide Should be usad during pregnancy only i the potential banefit justifies
the potential risk ta the fetus.
Labor ang Dolmrr The sffect of fluoxeting on fabor and dllmvy in
humang s unknowr mnmm cmm the piscenta snd

bouuu of the passibi mx nummim ma on the
axm my Yawamwmymwm

poton(lll ‘benefit lrmﬂ ﬂs
Nmin' mso Hucxting is mnud n mmm milk, nursing

on flugxeting is not recommendad. In one breast milk sampés, the con-
wmﬂmummmmmmnmmlme The concentration
inthe mother's plasma was 295.0 ng/mi. No adverss effects on the infant
ware reported. In angther case, an infant nursed dy a mother on Huoxeting
developed cryu? sieep dlsrumna vamiting, and watery stools. The
infant's plasma drug leveis ware 340 ng/mL of fluoxstine and 208 ng/mL
of norftuaxeting on the second day of feeding.
P":n;g' Safety and effectivensss in getiatric patients have not been
sstablis
Geriairic Use: U.S. fluoxeting clinical trisls (10,762 patients) inciuded
687 patients 265 ylm of aoc and 93 patients 75 years of age. The efi-
cx‘l eriatnic patients has besn asiablished (ses Ciinical nals under
Cu PHAHMACOLOGV} For nannmhnm information in gertatric
patisnts, 'HARMACOLOGY. No overail ditfsrences
in samy or sffectiveness wers observed between these subjects and
younger subjects, and other reported clinical expenience has nat identitied
differances in responses batween the elderly and youngar patients. but
greater sensitivity of some older iIndividuais cannot be ruled out. As with
other SSRIs, fluoxatine has been associated with cases of clinically sig-
nificant hyponatramia in eiderly patisnts (ses Hyponatremia under
PHECAUYI NS).

ration was 129 mmout. The observad decreases were nof clinically
significant.

Piatetet Functioa: There have besn rare reports of aitersd platelet function
and/or abinormal rasuits from ahoratory studias in patients taking fiuoxs-
tine. Whils thers have been reports of abnarmal biseding in several patients
nlu';&nunxlﬁnc, it ig unclear whethar tiuoxating had a causative rols.
ADVERSE REACTIONS: Muitiple dases of Nuoxeting hydrochlonde had beer
admiristered to 10,782 patients with various diagnoees in U.S. climcal tr-
ais as of May 8, 1995. Adverse events wers recorded by clinical investiga-
lors using descriptive term: of their own choosing. Consequently, i
is not possibie t prowide a meaningful estimate of the proportion of indi-
viduals expsrisncing adverse avents without first amumm similar types ot
events into 2 limited (i.e., reduced) number of standardized event cate-

gories.
In the tables and tabutations that folow, COSTART Dictionary terminot
uwmmmumdmwmmmm The YMumun
r8presant the proportion of iNdividuals who exparienced, at least once, a treat-
ment-emergent adverse event of mv type listad. An svent was consideres
treatment-smergent if it occurred for the first ime or worsened while
receiving therapy following baseline svaluation. It is impartant to empha

of usual medical practice whers patient characteristics ang other factors ditte
from thoss that prevaried in the dlinical trials. Similarly, the Cited frequen-
cies cannot be compared with figures obtained from other clinical invest-
R;ﬂom involving different treatments. uses. and lmmtrmn. The cited

ures, however, 30 provide the prescribing physician with soma basis fos
unqmommmnmmmonmmamﬂmmumvsmmn

the population

nei Placabo-Controllad Clinical Trisls (exciuding duts
from mnmn o trials): Table 1 enumarates the mast common treat
ment-amargant adverse svents associated with the use of fluoxsting (inci-
dence of at least 5% tor flucxatine and at least twick that for piacabo within
at {sast one of the indications) for the treatment ot depression and OCR
in U.S. controiled clinical trials.

TABLE 1 MOST CDMMON TREATMENT{SIQESNGENT AgVERSE EVENTS

DENCE IN U.S. D
PLACEBO-CDMTROLLED CLIN(CAL TRIALS .
Percantage of Patienta Reporting Event
Qepression 0co
8ody System/ Flucxetine  Placebo Fuoxstien  Placsbo
Advevss Event Na1728) N=975) N=266 (Nx89)
Body 30 & Wheis
Asthenia 9 5 15 "
i syndrome 3 4 10 ?
Cordiovaeswiar
Systom
Vasodilatation 3 2 5 -
Digestive Systom
Hauses . 9 2% 13
Anorexia 1 2 17 0
Ory mouth 10 7 12 3
peptia 7 $ 10 4
Norvens Sysiom:
: 1% 9 28 2
Anxiety 12 7 " 7
Nervousness. " $ L] 15
Somnolence 13 [ 17 7
Tremor 10 3 9 1
Libide decrsased 3 - ] 2
Abnormal dreams 1 1 H H
Pharynghtis 3 3 i 9
Sinuaitie 1 L] 5 ?
Yawn - - 7 -
Shia end
Appaningee
Sweating s 3 7 -
Rash 4 3 ] 3
Ureganitsl Byslom
impotence? 2 - - -
Abnormal

sjacy m - - 7 -
tocmmlmtor used was for maies only (N=690 fluoxatine depression;
10 placedo mlon Na=116 fluoxetine OCO; N=43 placsbo OCD:
4ndm tess than 1%.

Associstsd with Discontisustion In U.S. Placede-Controlled Clisicst
Trials (M:d d3ta Iremm axtasians of irislg): Table 2 lists the mm
vents with discontinuation of fiucxatine hydrochiornige trea
{incidenice at lsast twice that for placebo and at east 1% rormmm n
clinical trials colecting g&l grimary svent associated with déscontinua-
tion) In depression and

TABLE 2 MOST COMMON ADVERSE EVENTS BSOCIATED WITH
DISCONTINUATION IN U.S. DEPRESSION ANC OC

PLACEBO-CONTROLLED CLINICAL TRIALS
Depression
(N=392) (n.@
- Anxialy (2%)
Nervousness (1%) -
- Rash {(1%)
m»mromusmonmmwmanmmmm
val desire, sexual . and sexual oftsn occur .3

PO



L3

(X}

N

wnanifestations of a peychiatric disorger, they “z:go b cnnuquo resoived Over the naxt few months fol-
* ic treatmant. in particuiar. some kmno dmo dlwﬂnu:nm) nnia spidarma) necrol-
2an cause such untoward Sexudl aXpenences. Mabkmma\udmm , STythema Nodosum gynecomastia, heart arrest.
SRnCA and Severity Of UNtOWard 8xperiences NVOIving saxuat desire, per- immune-rsiated
formance, and satistaction are ditficult to obtain, howsver, in part becauss movement disorders devel-
and physicians mary be rekiCtant to discuss them. Accordingly. esti- with such svents
mates of the iInCidence of untoward sbxsal eperience and performance, cited P ting movement disorders. neuroleptic makignant
n product (abeling, are Wty to unoms\\mn their actual incidence. m rome-iiks yvents, opic neuritis panc plwmwu. prapism.
patierts enolied in U.S. depression and OCD placel hddiucal embolism, pulmonary tion, sero
s, decreased libido was the only sexual $ice effect raported by at nz'l. [{] wmmnmm bmsmunnn inns
of patients taking Ruoxetine (4% fiuoxetine, <1% placebo). Thers have  most severe Ooml mmm mumpoc mal nlm tym! ),
been spontansous reports in women taking Huoxetine of orgasmic dys- uickdal ideation, thmmb&
function. including anorgasmia purpun. mlnﬂ Mng after drug withdrawal,
There are no adequaie and wel stdies 0 sexual torsades de powtes-typs arrhythmias) and
dysfunction with fluoxetine traatment
Priapism has been reported with ail SSRIs IMUG uuse Mn DEPEIIUEICE
While it is difficut to know the pracise fisk of sexual dysfunction asso- l0d Substance Class: Fluoxstine hydrochioride is not a controlied
ciated with the use of SSRis, physicians shoukd routinely inquire about such umm
ible sice effects Physical and Prychologicsl Depundence: Fiuaxstine has not been sys-
ﬁ‘. Events Observed ln All U.8. Clinical Trisls: Folowing is s listofat  tematically studied, in animals o humans, for fts potential for sbuse, tol-
treatment-amergant adverse events Tsported at anytime by individuals tak-  arance, of physical dependence. While the pmnmﬂwm axperience
ing tiuoxetin in U.S. chinical trikis (10, B?mmm]nml{? those listed  with fluoxetine did not reveal any tora or

in the body or footnotes of Tabie T above, or sisewhere in 52;
for which the COSTART terms were un-monnnm or msiud-na 3} those
svents for which a causal
remote; and (4) events occurnng in omyom pmnnma mnnuacnm

nd which did not have 9 fe-threat
#Ming
Evants are classifisd within body Systsm categories using the following

definitions: trequent adverse svents are defined &5 those 0CCUTTING on one

Of MoTe OCCASIONS in at least 17100 patients; infrequent adversa events are

those occurming in 17100 to m 000 patients; rare events ar those occur-

1in| mlns man 171,000 patie

BODY AS A WHOLE: anum chis: infraquent: chills and faver. face

aema. intenbional overdose, malaise, pehac pain, suicids atempt: Rare
ny.

syndrome
any drug sesking behavior, thess observations nrmmmnmwc and it
is not 0 pradict on the basis of this kmited expenence the extent
10 which § CNS active drug will bs misused, diverted, ant/or abussd once
markstsd. Consaquently, should carefully svaluate pabents for
history of drug abuse and Such patints closely, obt mmmvov
mm crwguﬁm mng" ) oo
el VIO
OVERDOSAGE:

Homaa Exparience: Worldwide exposurs 10 Bucssing hydrochioric i esti-
mmumr:ﬁmiﬂmm ammw om1snmuom
mmmmwmmmm‘u f with other drugs, raportad
T T v
m.aamgmd in's tatal m.'n:ome, 378 mplmo_y recoversd, and 15
1 accom-

malignant rome”, photossnsitivity reaction patients
CARDIOVASCULAR SYSTEM. Frequent modation ait, N VENESS, DErVOUSINeSS,
Infraquent: angina pactofis. arythma, haart hilure, nypaun monary N 0¢, skevabed blood pressure, imy
$ion, migraine, myocardial infarct, putum otensian, Syncope, tachy movement disorder, and hypomaniz. The remaining 206 patisnts had an
cardia, vascular Rars: atnial rcbral . T monmmm signs and s assocised
embolism, csrebral ischem:a, carsbrovascular accident, extrasystoies.  non-fatal overdosage we , MUsed, achycardia, and
heart afrm Man hloa( pallor, mnohml vlscular disorder, phisbitis, vormhm The larpest kncvmmonnon of Aucatine hydrachioride in adutt
shock, asm, y tients was B grams in a patient who took flucxetine alons and who sub-
amncular mnsgt mmqﬂav ﬂbnlmlon uqutmly recovered. Howewer, in an adult patient who took fivoxetine
U'GESTIVE STEM: F/mmn increased apptmo nausea mu YOMiting.  slons, an ingestion as low as 'm been agsociated with lethal out-
135, Cholekthiasss, Col SUCTation, mbmmﬂ-tymnotwu lished.
lsopltaoms omnus ommnunus glossitis, oum nrmgo hype' Among pediatric patients hms 3 months to 17 years), thars ware 156
dummmmnmﬂamnu\ fver function ests musofmnmou ng uoxating alone of in combination with other
. stomach ulcor :lommﬁs mtrst drugs. Six patients M 12 pmms mmpk recoverad, 1 patient axpe-
Rare: Inlmy nam b|aow diarrhea. d\amyslrt duodenal uicer enteritis,  rlenced mul failure, and nown outcoms. One of the
1, focal vmw hematame-  six fatalities msﬂ-yuv-ddng/vmmnmrydoco , Tourstie's syn-
$12, hema! coion, its. intestinal ob: struction, kver fatty deposit,  orome with Lics, atisntion daficit disorosr, and fetal alcohol ome. Ha
pancrmms pupnc iicsr, Tactal mrnorm:ne salivary mnd enlargement,  had been recaiving 100 mp of fiuoxstine daily for 6 months in addition to
stomach uicer hemo . tongue sriema donidine, methylphenidate, and promethazine. drup ingastion of other
ENDOCRINE SVSTEM juent. lmomyvmasm Rare: diabetic acidosis.  methods of suicioe complicated all six overdoses in chiloren that resultsd
diabef in fatalitias. The largest ingestion in pediatric patients was 3 grams which

185
HFMIC AND LYMPNATIC SVSTEM Wluqunrlmmu uwlmosls Rare.
biood oy ympho-

cytosis,

METABDL!C AND nu?RIYIDNAL Frequent: weight gain; infrequent: dehy-
drauon, gensralized edema, gout. hynrcholnlum-a nrmmpcmu
h“oonwmn peripheral edema. Rare: alcohol intplerance, alkaling phos-
phatase . BUN

was ron-ethal

Other important adverss svents with fiuaxeting overdose {si
O muitiple drugs) include coma, detirium, ECG sbnommalities (sucn as Q1
inlarval prolongation and ventricular tachycardis, including 1o de
ml‘lll

m;zl VeNts, pyrexia, stupos, and Syncop
Animal vgums

cmlme
deficiency anemia. SGPT
ncraased

MUSCULOSKELETAL SYSTEM. infraquent: arthritis, bone pain, bursitis, leg
cramps. tenosynovitis, Aare: arthrosis, chondrodystrophy, myasthenta,
ngoplll!g gyusms arthritis

. agitation, amnesia, contusion, smatonai tabil-
iy, steep disorder, Inmownl abnormal gait, acute brain syndrome,
aathisia. apathy, atias. buc Syndroma, CNS depression, CNS stm-
wation, neoarsonaﬂnum euphona, hauuunabo«s hostility, hyperkinesia,
typartonia. hypestheSia, bido
nuralgia. Mu’wiﬂg NOUrOSIS, paranoid mm»on personality disordert.

in animals do not pwddo Of necessarily
vakd information abowt the treatmant of human overdose. However, shimal
mmm €an provide umul insights into possibie treatment stratagees.
- :’r:.! mldh.f‘l:‘:llfgl m m" r;!s :llo ogx‘lu was found ";.DO be 452 and
mg/kg, respectivel igh o 05 produced
“mm? in severa animal spoms. bty
X xpen-

0N Bix dogE five
onced grand mal seizures. Seizures nomd wnmoanamy :?u\ m- bolus
intravenous administration of a standard veterinary dose of diazepam. in
this short-tarm study, the lowsst plasma concentration & which a seizure
occurred was only twice the maximum plasma concantration seen in
humans taking 80 mg/day, chronically.

nsychom, vertigo. Rare: abnormal thmmnetphalnonm anbsocial reac- ina ufa(m single-dose ¢ mo of dops given high doses did
ircu . coma, ystonia, extra-  not reveal prolongation of the PR, ORS, or 0T intervals. Tacl is and
foot dron noumls paralysis, refiexes  mn mcnlu n blood prassure ware observed Consequently, Iue of
oacreased, reflaxas NCrapsed, stup the ECG in pnﬂcbng cardiac toxicity is unknown. Nonetheless, the ECG
'755?}‘}:?;(().? n.S'YSTEM M'rmmm‘: asmm epistacs. hcoup. typerventia-  should ordinarily be monitond in cases of human overdose (see Managemant
on .
hypoventlalion. hypoxia. farynx edema, kung edemsa, stridor ! should consist of those peneral mea-
SKIN AND APPENDAGES lnlrnqu:m Cne, alopecia, contact i sures inthe of overdosage with any mf%msam
gtzema. maculopapular rash, skin discoloration, Skin ulcer, vesiculobulious Ensure an mmu dirway, mrwnlhnﬂ and ventilabon. Monkor cardiac
rash, Rare: furunculosis, harpes zoster. hirsutism, petechial rash, psoria-  rhythm and witsl Ganeral and
SIS, Eﬂfum rash, pustular rash, sebormea are aiso noomm d. Induction ul AMesis is not recommended. Gastric
SPE SENSES. Freguent: sar pain. 1asts parversion, tinnius: infraguent lavage with 3 larpe- nfog' with appropriate airway protection,
ﬂur\:nvms dry eyes, myuaasls photophobia; Raze: blepharitis, dnm:: M“n:m ww be indicatsd pomrmod 500N after ingestion, or in symp-
iplogi ivs, atic pal
parosmia, scharitis, sinbmnus taste loss, visusl fieid defect Activaled charcoal shouki be sdministered. Due to the large volume of

URCGENITAL SYSTEM: Fraguent unnary fraqumcy Infraquent abortions,
breast breast pain, Cys-
s, dysunia, female Imlionz breati

distribution of this dru, forced diuresis, dialysis, hemopsriusion and
change wm;uon are uniikety to ba of benafit. No specific antidotes for

menorrhagias, metrorrhagia3, nocturia, porywu ufinary incontinence,
uhnary retention. um\arx urgency. vaginal hemorrhages. Rare: breast

idney pain, Oliguna, priapismi,
uterine pes. uterine fibroids

*Nauroleptic malignant syndrome is the COSTART tsrm which best captures
serotonin syndrome
tPersonality disorder is the COSTART term for designating non-aggresstve
objactionable bahavior
usted for gander
Pustintroduciion Reports: Voluntary reports of adverse svants

L e

Awﬁcawm-mspmmmnhn or have recantty taken
Ruceting and might ingest exoessie quantities of a TCA. In such a case, accu-
muistion of the parent | Wumammmommymcmum

$0quelae and wxend the bme
madical obsarvation {see Gther Anlioepressants under PRECAUTIONSi
Based on experience in animais, which may not be relevant to humans,
fluaxeting-induced seuzures that fail 1o remit :ponnmously may respond

o diazepam
In mansging overdosage. consider the possibility of multiple drug in-
The should consider contacting & pmsoo controd

ass0ciated with fluoxeting that have been recaived since market iMtroduc-
oA ang that may have 1o causal relationshup with the drup include the fol-
towing' aplast anemia. atnal fibriltation, cataract, cerebral vascular acci-
dent, Jaundice, . for exampie.
a case of butcal-ingual-masticatory syndrome with mvomnrary(onaul pro-
1rusion reported to Sevelop n a 77-yaar-old female after 5 wesks of fuox-

2

canis¢ for 30ditional information on the treatment of any overdose. Telephone
numbars fuvmmmmmummrsmmmmeMMDuk

Refarence ‘£
nu% D ADMINISTRATION:
Initial Treatment: in controbed trials used 10 suppart the lﬁnmy of fluox-

ating, :mm: wers sdministered moming doses ranging from 20 to
80 m I”Mﬂl"& Huoxstine 20, 40, and 80 my/day to placebo
indicate that 20 me/day is sufficient to obtain 3 ntmmory antidepressant
response in most casss. Cons . 10058 of 20 mg/day, administered
in the morning, is racommanded as the initial dose.

A dos# increase may be considered after several weeks If no clinical
improvement is obumﬂ Doses sbove 20 mg/day may be administersd on
3.0nce 8 day (moming) o b.id. M(u moming and noon) and should
not exceed a mmmum ﬂeu 80 X a(

p effect may be

dnllycﬂ Ut & wobks. o rsatmen of lonqor
As with vther medications. 2 tower of less freqDdnt dosage should
bs used in patignts with hepatic impairment. A lovm or Jess requent
m"houd be considered for the siderty (ses Geriatric uu undev
10NS). and for pasents with concurment disease or on multip
medications adjustments for renal nrnnammm acrkna( rou
NOCBSSary (see Liver Disease and Renal Dissase under CL
MA OLOGY, and uu in Patients with Cogcommm umm under
RECAUTIONS)

mmnmu/cmmmmmma Treatment: It is generally agreed that
acuts $pis00es of depression raquira several months af longer of sustained
rmacologic therspy. Whether the dose of antidepressant nesded to

nduce m{nb;i:n is igentical t the dose needsd to Maintain and/or sustain
suthymia is unknown.

Systematic evaluation of fluoxetine has Thaown th3 its antidepressam st
Cacy i maintained for periods of urto 38 weeks foNowing 12 weeks of ope
labal acute trsatment (50 weeks «ml&g 2 dose of20 mamy (ses Clmncal
Trisls under CLINICAL PHARMAC

vy-Compuisive Diserder.

Initial Treatmant, In the controlied clinicat triais of uaxeting Supporing its
sfiectiveness in the tragtment of cbimm-eompusm disorder, patients
were aoministered fixed datly dos 40, or 60 m([ul fluoxetine or
placebo (ses Clinical Trials under l:umCAL PRARMACOLOGY). In one of
thesa studies, no dose rupovmﬂmlnmmo for sttactiveness was dsmon-
strated. Col'llauimm'l e of MMmu.aumcmmm in the moming,
is recommended as the initial dose. Since thers was a suggestion of 3 pos-
sible dose response rslationship for sfectiveness in the second study. a dose
increase may be considered after several weeks if insutficient clinica!
improvement is cbserved. The full therapsutic sffect may be delayed until

§ weeks of tmtmml of bnw
Dones above administared on 3 once a day (i.e., morn-
m) of b d lcmnu o (1. o mommn and noon). A dase range of 20 to
60 mg/day is recomm mended, howsver, 60585 0of up to B0 mg/day have been
el tolerated in open studies of 0CD. The maximum fuoxetine dose should
not exceed 80 mp/day.

As with the uss of fluaxsting in depression, a lower or lass fraquent dasage
should be used in patients with hepatic impairment. A lower or jess fraquent
dos%sgould also be considered for the eidarly (see Geriatric Use under
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TO BE SOLD AS AN UNBROKEN PACKAGE

Each capsule contains:
Fluoxetine 10 mg (equivalent to 11.18 mg
fluoxetine hydrochloride).
Usual Dosage: See package insert.
This unit-dose package is not child resistant.
Store at controlied room temperature 150-
300C (590-860F).
Protect from moisture.
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